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Supplementary Figure 1. Mean methylation of NMR gene promoters changes with age. a
Mean promoter methylation level over all 17,823 NMR genes covered by our data. b Pearson
correlation coefficient (r) of mean promoter methylation and age for each gene. Histogram of the
correlation coefficients of mean promoter methylation and age for all genes (left panel) and only
for the significant genes after Bonferroni correction (right panel). ¢ Mean promoter methylation in
the function of age for the genes that showed an r greater than 0.7. Pearson correlation coefficient
(r), its two-sided p-value (p) without adjustment for multiple-comparison are indicated.
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Supplementary Figure 2. Training (upper row) and test set (bottom row) metrics of five different
clocks of the 5-fold cross-validation run on the 107 NMR blood samples using ElasticNet

regression (Glmnet). ‘Clock 1’ is the “NMR blood clock’. We calculated two-sided p-values for

Pearson correlation coefficients without adjustment for multiple comparison.
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Supplementary Figure 3. Methylation levels of the 26 CpG sites of the NMR blood clock as a

function of age. Positions of clock sites in the corresponding genomic contig are indicated on the

top of the plots. Pearson correlation coefficient (r) and its two-sided p-value (p) are indicated along
with the weights of the CpG sites in the NMR blood clock (w). We did not make adjustment for

multiple comparison. Gene name and location of the CpG site in the gene sequence are also

indicated (exon, intron or promoter) if the CpG site was located in a gene body or its 1,500 bp

upstream or downstream flanking region. We defined promoters as regions spanning 1,500 bases

upstream and 500 bases downstream of the transcription start site of the corresponding gene.

4



Tert (+), 26187 bp Neurllb (+), 31384 bp Mab21I2 (-), 2702 bp Lrba (+), 558790 bp

T

c 05 ]

2 . H : e o N H B

© 00

e M L] . . . . . s 3 . L

v —0.5

E[E\ L]

73626179 73652366 26414965 26446349 86545581 86548283 86223904 86782694

Genomic position

= Cacnale (-), 347575 bp Shankl (+), 50040 bp Bahdl (+), 24171 bp Prpfl9 (+), 14328 bp

— K

c 05 g . P —

% . ] . 8 3 ° 2a 4

T 00

S 4 L) s = . 5 e o H e * s

v -05 1* .

< 154390806 154758381 44307899 44357939 118960357 1189é4528 1089I5231 1090I9559
Genomic position

_ Pcdh? (+), 198436 bp Naa30 (+), 18642 hp

T o052

2 H 2

i)

2 0.0

S . {]

A —0.5 .

< 57717596 57916032 49172246 49190888

Genomic position

Supplementary Figure 4. Age-associated methylation patterns of mouse homologs of the NMR
clock-associated genes for comparison (the second mouse blood dataset, Thompson et al.8, for
validation). Notations are the same as in Figure 3. We calculated two-sided p-values for Pearson

correlation coefficients without adjustment for multiple comparison.



